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DETAILED ACTION 
Response to Arguments and Amendments 

1 . Claims 2-6, 8-1 5, 25-30 and 32 are pending. 
Claims 8 and 32 have been amended. 

Claims 2-6, 8-15, 25-30 and 32 are examined on the merits. 

Withdrawn Objection 
Claim Objections 

2. The objection of claim 8 because the term "osteoblastsor" on line 4 was 
misspelled has been withdrawn in view of Applicants 1 amendment to the said claim. 

Withdrawn Rejection 
Claim Rejections - 35 USC § 112 

3. The rejection of claims 8, 10 and 32 under 35 U.S.C. 112, second paragraph, 
designated as c, e. and g., respectively in the Action mailed November 1 , 2006 as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention is withdrawn in light of the amendment 
submitted May 1 , 2007. 
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Maintained Grounds of Objection 
Specification 

4. The objection of the amendment filed May 1 7, 2006 and May 1 , 2007 under 35 
U.S.C. 132(a) because it introduces new matter into the disclosure is maintained and 
made. 

a. Applicants assert "[t]he narrative on page 8, ...line 6 describes testing the 
progress of patients with prostatic cancer without bone metastasis.", see Remarks 
submitted May 1 , 2007, page 12, 3 rd paragraph. Applicants conclude the amendment 
filed May 17 does not contain new matter. This argument has been carefully 
considered, but found unpersuasive. 

Applicants have pointed out a limited example that does note "...prostatic cancer 
patients with bone metastasis and ...prostatic cancer patients without bone metastasis." 
However, this example reads on prostate cancer and cannot be extrapolated to provide 
support for the instant claims that broadly read on a method of diagnosing amelioration 
and/or exacerbation of metastasis of malignant tumor to bone in a patient with cancer, 
which includes any and every type of cancer. Moreover, the original specification cites 
on page 9, lines 5-8, "Z value is defined by (measured value - average for the patients 
with bone metastasis)/(standard deviation of a patient without bone metastasis)." 

Applicants' noted in the Remarks filed May 17, 2006, bridging paragraph of 
pages 12 and 13 the English translation of the Japanese application revealed a 
translational error, however Applicants have not presented objective evidence 
supporting the alleged error. Moreover, the Examiner cannot read the Japanese 
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language. Consequently, one of ordinary skill in the art cannot verify whether or not the 
Z value did in fact use an average without bone metastasis. Accordingly, the objection 
is maintained. 

Maintained Rejections 
Claim Rejections - 35 USC § 112 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making arid using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

6. The NEW MATTER rejection of claims 2-6, 8-1 5, 25-30 and 32 under 35 
U.S.C. 112, first paragraph, as failing to comply with the written description requirement 
is maintained and made. 

a. Applicants argue traversal of the instant rejection based on the arguments 
presented in the section numbered 3 on the instant Action. Applicants further 
arguments asserting the Z value would not make sense as presented in the original 
specification, see page 9, lines 5-8, "as one would not compare patients with bone 
metastasis to patients without bone metastasis.", see page 13 of the Remarks. These 
arguments and points of view have been carefully considered, but found unpersuasive. 
As noted in the response earlier Applicants point out an example, which reads on 
prostate cancer and cannot be extrapolated to provide support for the instant claims that 
broadly read on a method of diagnosing amelioration and/or exacerbation of metastasis 
of malignant tumor to bone in a patient with cancer, which includes any and every type 
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of cancer. Moreover, the original specification cites on page 9, lines 5-8, "Z value is 
defined by (measured value » average for the patients with bone metastasis)/( standard 
Applicants have not presented objective evidence supporting the alleged error and the 
Examiner cannot read the Japanese language. Consequently, one of ordinary skill in 
the art cannot verify whether or not the Z value did in fact use an average without bone 
metastasis. Accordingly, the rejection is maintained. 

b. Applicants have claim 8 to include the recitation " wherein a layer 
crossover index indicates amelioration of the patient's condition ". Applicants assert 
support for this amendment can be found on page 9, lines 20-38 of the specification, 
see page 14 of the Remarks, 1 st full paragraph. Foremost the text on page 14 ends at 
line 28 and not 38 as indicated by Applicants and there is no mention of "layer". The 
Examiner assumes Applicants intended to use the word, lower. Notwithstanding, a 
review of the particular section of the specification does not note a lower crossover 
index. However, on page 10 of the specification Applicants cite "[t]he crossover index 
was 0.596 in the CR [complete remission] grout but 0.002 in the PD [progression of 
disease] group", see lines 21-24. It seems as if a lower crossover index is indicative of 
the disease was found to have progressed and according to the specification, seepage 
9, lines 18 and 19; page 10, lines 21-24. This is in contrast to what Applicants suggest 
and there is no support for Applicants' conclusion statement newly added to claim 8, a 
[lower] crossover index indicates improvement in the patient's condition. There is not 
corresponding information provided to support the amendment to the claim. Applicants 
should delete the new matter. 



Application/Control Number: 09/763,370 Page 6 

Art Unit: 1643 

c. Applicants have claim 8 to include the recitation . .using at least one of a 
formative marker that reflects the activity of osteoblasts or at least one of a marker that 
reflects the activity of osteoclasts,". Applicants have not indicated where support for this 
amendment can be found in the specification. The claim now contemplates the 
implementation of more that one osteoblast marker and more than one osteoclast 
marker for the evaluation of the efficacy of drugs for cancer disease treatment. A 
review of Example 1 beginning on page 8 notes the BALP marker (bone formation 
marker and osteoblastic marker) and osteocalcin marker. Example 2 serum BALP and 
serum osteocalcin markers were measured, see page 1 1 and Example 3 shows the use 
of BALP, ICTP (marker of bone resorption and osteoclasts) markers with serum CA 15- 
3 measured, see page 15 of the specification. There is not corresponding information 
provided to support the amendment to the claim. Applicants should delete the new 
matter or pointedly express by page and line number where support for this method is 
listed. 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

8. The rejection of claims 2-6, 8-15, 25-30 and 32 under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention is maintained and made. 
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a. Claims 6, 8 and 30 are vague and indefinite in the recitation "and 
determining a crossover index by dividing said Z value for osteocalcin by said Z value 
for said crossover index and said ICTP level providing a diagnosis...". 

Applicants assert the use of the crossover index is explained in detail on page 8, 
line 6 of the specification and claim 8 has been amended to recite a lower crossover 
index is indicative of amelioration of the patient's condition, see page 14 of the 
Remarks, 1 st full paragraph. These points of view have been carefully considered, but 
found unpersuasive. 

The information listed on page 8, line 6 of the specification does not absolve the 
instant rejection. The amendment to claim 8 does not resolve the indefiniteness of 
claims 6, 30, the instant claim and those that depend from them. The newly amended 
language of claim 8 is not supported by the specification as alleged by Applicants and 
what is listed in the specification, particularly page 10, lines 21-24 is contravene to the 
claim language of claim 8. Accordingly, the rejection is maintained for the reasons of 
record and listed herein. 

b. Claims 2-6, 8-17 and 25-30 continue to be vague and indefinite because it 
is not clear from the claims how the two markers are used in ascertaining efficacy of a 
drug and the method steps are not clear. 

Applicants have amended claim 8 in order to obviate the instant rejection. This 
has been carefully considered, but found unpersuasive. 

The Examiner has carefully reviewed the specification, particularly page 8, line 6 
of the specification and notes it does not absolve the instant rejection. The amendment 
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to claim 8 does not resolve the indefiniteness of claims 6, 30, the instant claim and 
those that depend from them. The newly amended language of claim 8 is not supported 
by the specification as alleged by Applicants and what is listed in the specification, 
particularly page 10, lines 21-24 is contravene to the claim language of claim 8. 
Accordingly, the rejection is maintained for the reasons of record and listed herein. 

d. Claim 32 continues to be vague and indefinite because the method steps 
read on measuring a marker for bone formation and a marker for bone resorption, ICTP, 
see lines 6-9. However, the conclusion step only cites ICTP values as the determinant 
useful for assessing progression of cancer metastasis. 

Applicants simply respond to the instant rejection citing the marker for bone 
resorption comprises ICTP and the specific marker for bone formation is not cited 
meaning any bone formation marker can be used in the method. This response has 
been carefully considered, but is persuasive. 

Listing of bone formation markers would not clarify the issue at hand, which is it 
not clear if the bone formation marker listed in lines 6 and 7 of the claim is of 
consequence in the method determining progression of disease when it seems the said 
progression is based solely on ICTP. Moreover, it is not clear what variants are being 
analyzed and what are ICTP values. Applicants are requested to clarify. 

e. Claim 32 continues to be vague and indefinite in the recitation "the 
improvement" in line 6 of the claim. 

Applicants assert claim 32 has been amended to correct for the lack of 
antecedent bases, indefinite language and is a Jepson-type claim and based on the 
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manner at which the claim is written, infer the rejection should be withdrawn. These 
points of view have been carefully considered, but found unpersuasive. 

It is still not clear what one of ordinary skill in the art is supposed to assess as 
improved, the recitation lacks antecedent bases or what value is indicative of 
improvement. Furthermore, the claim does not address how the improvement 
comprising observing ICTP values over an undefined time demonstrating the 
progression of disease satisfies the evaluation of the efficacy a cancer drug, inhibition of 
metastasis and amelioration of metastasis. Applicants' claim continues not to be clear 
and definite. 

Conclusion 

9. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alana M. Harris, Ph.D. whose telephone number is 
(571)272-0831. The Examiner works a flexible schedule, however she can normally be 
reached between the hours of 7:30 am to 6:30 pm, with alternate Fridays off. 

If attempts to reach the Examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms, Ph.D. can be reached on (571) 272-0832. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
ALANA M. HARRIS, PH.D. 




Alana lw. Har 
18 July 2007 



